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AB Skin-lightening cosmetics contain cinnamic 

acids I (Rl = h, lower acyl; R2 = lower alkyl; R3 = H, lower alkyl) as 
active ingredients. ( Carbethoxymethylene ) triphenylphosphorane was added 
to C6H6 soln. contg. 4-hydroxy-2-methoxybenzaldehyde at room temp, within 
1 h and the mixt . was stirred for another 3 h to give 68% Et 
4-hydroxy-2-methoxycinnamate, which was stirred with Ac20-pyridine at 


room 


temp, for 1 night to give 96% Et 4-acetoxy-2-methoxycinnamate (II). 
EtOH-H20 contg. 5% II was applied to guinea pigs to show melanin 
formation 

inhibition. A cosmetic lotion contg. I 5.0, glycerin 4.0, 
polyoxyethylene 

hydrogenated castor oil 1.5, EtOH 10.0, Na pyrrolidonecarboxylate 2 0 
perfume, and H20 to 100.0 wt . % was formulated. 
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PURPOSE: To provide a safe skin-beautifying cosmetic having excellent 
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color by topically applying the cosmetic to the pigmented part. 
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CONSTITUTION: A cinnamic acid derivative of formula (R<SB>K/SB> is 
H or lower 

acyl; R<SB>2</SB> is lower alkyl; R<SB>3</SB> is H or lower alkyl), 
preferably 

4-hydroxy-2'- methoxycinnamic acid, 4-acetoxy-2-methoxycinnamic acid or 
their 

ester, etc., especially 4-acetoxy-2 -methoxycinnamic acid ethyl ester is 
compounded to a skin-beautifying cosmetic as an active component in an 
amount 

of preferably 0.01-50wt.%, especially 0.1-20wt.% to obtain the objective 
skin-beautifying cosmetic having the above effect different from conventional 
sun-screening agent to prevent the sunburn. The cosmetic is free from 
irritation to the skin and development of allergy, etc., and has high safety. 
The preferable amount of the active component per lcm<SP>2</SP> of the 
skin is 

l-20mg for creamy or ointment preparation and 1-1 Omg for liquid 
preparation. 
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BASIC-ABSTRACT: Whitening cosmetics contain a cinnamic acid deriv. of 
formula 

(1) as the effective component. Rl = H or lower acyl; R2 = lower alkyl- R3 

= H 

or lower alkyl. 

USE/AD VANTAGE - The whitening cosmetics have excellent chromopexy 
preventing 

effect. Unlike conventional sun-screen agents preventing sun-tan, the 
whitening cosmetic shows therapeutic effects on sun-burned skin by applying 
topically onto the sun-burned area. (1) does not irritate the skin and does 
not cause allergy, thus being usable with high safety. 
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In an example, a mixt. of 300 mg (1 .35 mmol) of ethyl ester of 

4-hydroxy-2-methoxy cinnamic acid, 220 mg (2.15 mmol) of acetic anhydride 
and 

1 .07 g of pyridine was stirred overnight at room temp.. To the reaction mixt. 
was added 10 ml of water, and mixt. subjected to extn. with 20 ml of ethyl 
acetate twice, followed by drying over Mg sulphate. The solvent was 
distilled 

off by means of evaporator. The residue was purified by means of a column 
chromatography (Si02, hexane/ethyl acetate = 5) to afford 341 mg (1 .29 
mmol) of 

ethyl ester of 4-acetoxy-2-methoxy cinnamic acid as white crystals m pt 
56.4-57.0 deg. C. ' 
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(54) CINNAMIC ACID DERIVATIVE AND SKIN-BEAUTIFYING COSMETIC CONTAINING THF 
DERIVATIVE AS ACTIVE COMPONENT 


(57)Abstract: 

PURPOSE; To provide a safe skin-beautifying cosmetic having excellent 
pigmentation improving effect and effective for treating and improving the 
pigmented part such as spots, freckles and sunburnt skin to the normal skin 
color by topically applying the cosmetic to the pigmented part. 
CONSTITUTION: A cinnamic acid derivative of formula (Rl is H or lower 
acyl; R2 is lower alkyl; R3 is H or lower alkyl), preferably 4-hydroxy-2'- 
methoxycinnamic acid, 4-acetoxy-2-methoxycinnamic acid or their ester, etc., 
especially 4-acetoxy-2-methoxycinnamic acid ethyl ester is compounded to a 
skm-beautifying cosmetic as an active component in an amount of preferably 
0.01-50wt.%, especially 0. l-20wt.% to obtain the objective skin-beautifying 
cosmetic having the above effect different from conventional sun-screening 
agent to prevent the sunburn. The cosmetic is free from irritation to the skin 
and development of allergy, etc., and has high safety. The preferable amount 
of the active component per lcm2 of the skm is 1 -20mg for creamy or 
ointment preparation and l-10mg for liquid preparation. 



LEGAL STATUS 


1 of 2 


4/4/02 12:50 PM 


Searching PAJ 


http://www1 .ipdl.jpo.go.jp/PA1/result/detail/main/wAAAa1 7299DA405105643P1 .1 


Pate of request for examination] 

Pate of sending the examiner's decision of rejection] 

[Kind of final disposal of application other than the examiner's 

decision of rejection or application converted registration] 

Pate of final disposal for application] 

[Patent number] 

Pate of registration] 

[Number of appeal against examiner's decision of rejection] 

[Date of requesting appeal against examiner's decision of 
rejection] 

Pate of extinction of right] 


Copyright (C); 1998,2000 Japan Patent Office 


2 of 2 


4/4/02 12:50 PM 


http:/W4Jpdljpo.gojp/ W ^ 

* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation. 

}™l d0 '™ t haS b f Slated b ? com P uto " So *e translation may not reflect the original precisely 
2.**** shows the word which can not be translated. g precisely. 

3. In the drawings, any words are not translated. 
CLAIMS 


[Claim(s)] 

[Claim 1] General formula (1) [Formula 1] 
OR2 



R t°^f VcH = CH-COOR, 


[Claim 2] General formula (2) [Formula 2] 
OR2 

r;o-hH^ch=ch-coor 3 

(2) 
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DETAILED DESCRIPTION 


[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] this invention is safe and relates to the new cinnamic acid derivative which are the whitening cosmetics 

excellent in the pigmentation improvement effect, and its active principle 

[0002] 

[Description of the Prior Art] Follow the pigmentation after a stain, a freckle, and suntan on an aging, it seldom occurs increases 
or comes to disappear, and serves as the trouble to the middle-aged and the elderly's skin. Although it is not [ the sideration device 
of these hemochromatosis ] yet clear, it is considered because the melanin synthesis function in an epidermis melanocyte rose by 
the solar beam of light especially ultraviolet rays, and operation of melanocyte tropic hormones etc. Moreover cornification 
retardation-ization accompanied by the aging of a keratinocyte (keratinocyte) also delays the passage speed to the outside of 
epidermis, and is considered to discover the increase in the melanin-granule density in epidermis, i.e., the symptom which a 
pigmentation increases clinically, together with sthenia of melanin synthesis ability. Furthermore, those pigmentation sections 
exist locally and it is also considered the result which made the device in which local melanin synthesis sthenia of a melanocyte or 
melanin synthesis of a melanocyte was controlled modulate from differentiation arising clearly with surrounding normal skin 
color. ° 

[0003] These acquired coloring matter, i.e., the medicine which makes even normal skin color recover the self-possessed section 
at melanin, is desired strongly, and many medicines were developed until now and it has been commercialized For example 
although the charge of makeup using the vitamin-C (L ascorbic acid) derivative which has the outstanding reduction ability in 
recent years had also been used, while difficulty was in the stability, the present condition was that an effect hardly accepts in 
external application. 

[0004] On the other hand, although used as a medicine, like hydroquinone makes the treatment and the Negro skin of a stain 
white in the West, there is a problem in blending as a medicme from points, like there are this and a case where a problem is in 
the safety (stimulative, allergy nature) of the matter [ itself], and a facula is produced. In addition, although various melanin 
inhibitors are reported, as a cinnamic acid derivative, p-hydroxy cinnamic acid (Brun, J.Soc.Cosmet Chem 25 and 61 (1974)) 
and me p-hydroxy cinnamic acid amide derivative (JP,62-56459,A) are known. However, the present condition is that the matter 
[0005] 11 ^ SatlSflCd ° f b0th ° f Safety t0 ^ Pigmentation improvement effect and the skin enough is not known. 

[Problem(s) to be Solved by the Invention] It is safe and this invention aims at offering the whitening cosmetics excellent in the 

pigmentation improvement effect. 

[0006] 

[Means for Solving the Problem] As a result of inquiring zealously that this invention persons should get the matter which it lets 

matter ] a research of a melanin generation device pass, and decreases or vanishes a pigmentation, a specific cinnamic acid 

derivative has melanin generation depressant action, found out that a manifestation of stimulative and allergy to the skin etc 

moreover did not accept, and completed this invention. 

[0007] That is, this invention is general formula (1) [0008] of a degree. 

[Formula 3] 

OR 2 

Rl °~C3~ CH = CH ~ COOR3 CD 

[0009] The whitening cosmetics which make an active principle the cinnamic acid derivative expressed with (in the inside of a 
formula and Rl R2 shows a low-grade alkyl group, and R3 shows a hydrogen atom or a low-grade alkyl group for a hydroeen 
atom or a low-grade acyl group) are offered. 

[0010] Moreover, general formula (2) [001 1] among the active principle 
[Formula 4] 
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0R 2 

CH = CH-COOR 3 

(2) 

[0012] The cinnamic acid derivative expressed with (RV has the meaning as the above with R2 and R3 for a low-grade acyl 
group among a formula) is also offered. [ same ] 

[0013] As a cinnamic acid derivative (1) used in this invention, 4-hydroxy-2-methoxy cinnamic acid or its ester, 
4-acetoxy-2-methoxy cinnamic acid, or its ester is mentioned as a desirable thing, for example. As a suitable compound, 
4-acetoxy-2-methoxy ethyl-cinnamate ester can be mentioned especially. 

[0014] The cinnamic acid derivative (1) of this invention is compoundable according to it according to technique given in 
reference. For example, a 4-hydroxy-2-methoxy benzaldehyde system compound, a malonic acid, or its ester is made to condense 
under presence of bases, such as a pyridine, the technique of making it convert into a derivative by the technique of hydrolysis and 
(or) common use if needed - a 4-hydroxy-2-methoxy benzaldehyde system compound and Wittig reagents, such as a triphenyl 
( cu jl ******** methylene) phosphorane, are made to condense, and it can obtain easily by the technique of making it convert into 
a derivative by the technique of hydrolysis and (or) common use if needed etc. 

[0015] It is independent, or the above-mentioned cinnamic acid derivative (1) can be blended with the whitening cosmetics of this 
invention combining two or more sorts, and the loadings have 0. 1 - 20 preferably desirable % of the weight 0.01 to 50% of the 
weight in a constituent. 

[0016] Although the whitening cosmetics of this invention can be made into various gestalt, generally it is desirable to consider as 
the charges of makeup, such as the shape of the shape of the shape of the shape of the shape of the shape of a lotion and a milky 
lotion and a cream and salve and a stick, the shape of a solution by the organic solvent, the letter of a pack, and gel. 
[0017] Arbitrary components other than a cinnamic acid derivative (1) can be blended with the whitening cosmetics of this 
invention in the domain which does not spoil the effect of this invention, and the component usually blended with the charge of 
makeup, for example, a purified water, ethanol, an oily matter, a **** agent, a thickener, antiseptics, an emulsifier, a **** 
component, fine particles, perfume, emulsion stabilizer, pH regulator, etc. can be blended with them according to the 
pharmaceutical form. As an oily component, specifically A liquid paraffin, vaseline, a paraffine wax, Squalane, yellow bees wax, 
a carnauba wax, olive oil, lanolin, higher alcohol, The synthetic ester oil of a fatty acid, and higher alcohol and a fatty acid, silicon 
oil, etc. are mentioned. As a **** agent, a sorbitol, a xylitol, a glycerol, a maltitol, A propylene glycol, 1, 3-butylene glycol, 1 , 
4.-butylene glycol, Pyrrolidone carboxylic-acid sodium, a lactic acid, a sodium lactate, polyoxypropylene fatty acid ester, A ' 
polyethylene glycol etc. is mentioned, as a thickener A carboxyvinyl polymer, A carboxymethyl cellulose, polyvinyl alcohol, a 
carrageenan, Electrolytes, such as water soluble polymers, such as gelatin, a sodium chloride, and potassium chloride, etc. are 
mentioned. As antiseptics, a urea, the methylparaben, an ethylparaben, a propylparaben, The butylparaben, a sodium benzoate, 
etc. are mentioned, as an emulsifier Polyoxyethylene alkyl ether, Polyoxyethylene fatty acid ester, polyoxyethylene sorbitan fatty 
acid ester, A glycerine fatty acid ester, polyglyceryl fatty acid ester, polyoxyethylene glycerine fatty acid ester, Nonionic surface 
active agents, such as polyoxyethylene hydrogenated castor oil and polyoxyethylene sorbitol fatty acid ester, are mentioned. As 
fine particles, talc, a sericite, a mica, a kaolin, a silica, a bentonite, A vermiculite, a zinc white, a mica, mica titanium, titanium 
oxide, a magnesium oxide, a zirconium oxide, a barium sulfate, red ocher, an iron oxide, ultramarine blue, etc. are mentioned, and 
buffers, such as a lactic-acid-sodium lactate and a citric-acid-sodium citrate, are mentioned as a pH regulator. Moreover, as 
various active principles, enhancement in a melanin depressor effect can be aimed at by adding an allantoin, vitamin-E acetate 
glycyrrhizin, a coix seed, various vegetable extracts, etc. Furthermore, it can also consider as the charge of makeup which had the 
prevention effect and curative effect of suntan by adding various ultraviolet-absorption matter. 

[001 8] By applying to the affected parts, such as the inflammation of the skin by ultraviolet rays, a stain, a freckle, and the 
pigmentation section after suntan, locally, the whitening cosmetics of this invention can treat and improve this site, and can return 
it to normal skin color. Moreover, generally in the case of the tablet of the shape of the shape for example, of a cream, or salve, it 
is [ 1 cm of skm sides ] desirable [ the dosage ] in the case of 1 -20mg per two, and a liquefied tablet to be referred to as 1 - 1 Omg 
similarly. 
[0019] 

[Example] Next, an example and the example of reference are given and this invention is explained. 
[0020] Synthetic :4-hydroxy-2-methoxy benzaldehyde 0.5g (3.3mmol) of example of reference 14-hydroxy-2-methoxy 
ethyl-cinnamate ester was melted to benzene 23ml, and, in addition, churning was continued for bottom (cull ******** 
methylene) triphenyl phosphorane of room temperature 1 .64g (4.7mmol) in the status over 1 hour for 3 hours. After the reaction 
end, after distilling off benzene by the evaporator, the residue was covered over column chromatography (silica gel), and was 
refined, and 0.7g of rough refining objects was obtained. The recrystallization of this was carried out from water-ethanol, and 
4-hydroxy-2-methoxy ethyl-cinnamate ester 496mg (2.2mmol) was obtained as white needlelike ** of 143 1 -146 0 degrees C of 
the melting points (68% of yield). 

IR (KBr, cm-1) (s)3364, 3080, 2980, 2944, and 1682 (s), 1610 (s), 1582 (s), 1480, 1436, 1372, 1350, and 1312 (s) 1286 
1238, 1 186 (s), 1 168, 1 112, 1038, 988, 960, 860, 800, 672, 652, 518, and 4701H-NMR7.90 (1H, d, J= 16 1Hz) (CDC13+ D2 
O, TMS, delta), 7.37 (1H, d, J= 9.0Hz) and 6.5- 6.3 (3H), 4.25 (2H, q, J= 7.2Hz), 3.85 (3H, s), 1.33 (3H, t, J= 7.2Hz), and 
[0021] Mixture (synthetic :4-hydroxy-2-methoxy ethyl-cinnamate ester 300mg (1.35mmol) of example 14-acetoxy-2-methoxy 


r, ' oh C/- 
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ethyl-cinnamate ester and 220mg [ of acetic anhydrides ] (2.15mmol) and pyridine 1.07g) was agitated at the room temperature 
overnight. 10ml of water was added to this, 20ml of ethyl acetate extracted twice, and it dried with magnesium sulfate After 
distilling offa solvent by the evaporator, the residue was covered over the column chromatography (Si02, a hexane / ethyl-acetate 

7?i « n? n ft 4 - ac f tox y- 2 - meth0 ^ ethyl-cinnamate ester 341mg (1 .29mmol) was obtained as a white crystal of 
56.4-57.0 degrees C of the melting points (96% of yield). 

1H-NMR7.92 (1H, d, J= 16.1Hz) (CDC13, TMS, delta), 7.50 (1H, d, J= 8.3Hz) and 6 8- 6 6 (2H) 6 49 (IU d J= 16 1H 7 ^ 4 
(1H, q J- 7.2Hz) and 3.87 (3H, s), 2.31 (3H, s) and 1.33 (3H, t, J= 7.2Hz) [0022] Heating ?j_2£ of ^theuc ^ ^ 

t hTS; w a ' deh y dea86 « t of example 24-acetoxy-2- m ethoxy cinnamic acid and 4-hydroxy-2-methoxy cinnamic 

™t f t s iT 1110 ti! ofmalonic acids ] (1 1 . lmmol), and pyridine 4ml and the mixture of one drop of piperidine was carried 
Z\ n^r S ' I he /7 stal whlch added 30ml of water a * d separated after churning for 30 minutes was ****ed after cooling 
^y^mg ( 1 .25mmol) of 4-acetoxy-2-methoxy cinnamic acid was obtained from the 1 st ** as a white crystal of 1 87 1 - 1 93 4 
degrees C of the melting points (28% of yield). 

1H-NMR12.34 (1H, brs) (DMSOd6, TMS, delta), 7.78 (1H, d, J= 16.1Hz), 7.72 (1H d J= 8 5Hz) 6 91 HH si 6 77 HH H T- 

and 4-hydroxy-2-methoxy cinnamic acid was again obtained from the 2nd ** Then, heating churning of 399mg of this mixture 
and the sodium-methylate 200mg (3.70mmol) methanol solution was carried out for 30 minutes. After cooling after haSSded 
tiie saturated ammonium chloride solution and making it acid, it extracted by tetrahydrofuran 20ml. After distilling offa solvent bv 
the evaporator, it melted in the ether, the saturation sodium-hydrogencarbonate aqueous solution was added, and me organic layer 
was separated. After having added the diluted hydrochloric acid to the water layer and making it acid, the separated yellowish 
green crystal was ****ed. The recrystallization of this was carried out from the water-acetone, and 1 14 6mg (0 52mmol) of 
4-hydroxy-2-methoxy cinnamic acid was obtained as fine yellow powder of 165.5-167.5 degrees C (decomposition) of the 
melting points (yield is 1 2% to a 4-acetoxy-2-methoxy benzaldehyde) 

lH-NMR(DMSOd6, TMS, delta)10.12(lH, brs), 7.73 (lH,d,J= 16.1Hz), 7.49 (1H d J=83Hz) 644 (1H si 640HH d T— 
8.3Hz), 6.29 (1H, d, J= 16.1Hz), and 3.80 (3H, s) [0023] Example 3 Charge of face toilet ^lt P ^^ lU ' * 

mn I'a T \ f cm T*5 CSter 50 (WClght %) GlyCercI 40 PoWethylene hydrogenated castor oil 1 .5 Ethanol 
10.0 Pyrrohdone carboxyhc-acid sodium 2.0 Perfume Minute amount Purified water Residue Sum 100 0 r00241 Example 4 
Charge of oil essence type makeup : (composition) 

4-acetoxy-2-methoxy ethyl-cinnamate ester 5.0 (weight %) Mink oil 55.0 Wheat germ oil 40.0 Sum 100.0 [00251 Example 5 
W/cnarge of O type moisture cream type makeup : (composition) 

4-acetoxy-2-methoxy cinnamic acid 5.0 (weight %) Vaseline 6.0 Cholesterol 0.6 Cetanol 0.5 Sorbitansesquiolate 2 0 Liquefied 
lanolin 4.0 Isopropyl palmitate 8.0 Squalene 10.0 Solid paraffin 4.0 Butylparaben 0. 1 Methylparaben 0. 1 Glycerol 3.0 Perfume 
0.2 Purified water Balance Sum 100.0 [0026] Example 6 O/charge of W type moisture cream type makeup - (composition) 

,T IT ? h0Xy eth yl-emnamate ester 5.0 (weight %) Stearin acid 2.0 Cetanol 4.0 Vaseline 5.0 Squalene 8 0 Hardening 
palm oil 4.0 Polyoxyethylenesorbitan monostearate (20E.O.) 1 .4 Lipophilic type glyceryl monostearate 2.4 Butylparaben 0 1 
Methylparaben 0. 1 Glycerol 3.0 Dmropylene glycol 3.0 The L-arginine 10.0 (%) potassium hydroxide 0.2 Perfume 0 2 Purified 
water Balance 100.0 of a total [0027] Example 7 Charge of milky lotion type makeup : (composition) 
4-hydroxy-2-niethoxy ethyl-cinnamate ester 5.0 (weight %) Stearin acid 1.0 Cetanol 2.0 Vaseline 2.5 Squalene 4.0 Hardening 
palm oil 2.0 Polyoxyemylenesorbitan monostearate (20E.O.) 1 .4 Lipophilic type glyceryl monostearate 1 .2 Butylparaben 0 1 
Methy^araben 0. 1 Glycerol 3.0 Dipropylene glycol 3.0 Potassium hydroxide 0.2 Carboxyvinyl polymer 0.2 Perfume 0 2 Purified 
water Balance 100.0 of a total [0028] Example 8 Charge of packed type makeup (paste-like peeled off type) : (composition) 

ilSJTri ^ ^^T 10 , c^ 1 , 0 " 0 (W6i8ht %) P ° lyvinyl alc ° ho1 12 0 Carboxymethylcellulose sodium 3.0 propylene 
glycol 2.0 Glycerol 20 Ethanol 5.0 Olive oil 3.0 Polyoxyethylene hydrogenated castor oil (30E.O.) 0.5 titanium oxide 8X .Kaolin 

(compStion)' Me%lparaben 0> 1 Punfied water Balance Sum 1 00 0 [°°29] Example 9 Charge of salve type makeup : 

4-acetoxy-2-methoxy ethyl-cinnamate ester 10.0 (weight %) White vaseline 90.0 Sum 100.0 [0030] Example 10 Charge of 
solution type makeup : (composition) e 

tt a rS 2 " m f ^ ethyl - cinnamate ester 5-0 (weight %) Ethanol 95.0 Sum 100.0 [0031] The regions-of-back hair follicle of 
the C57BL system mouse on eight - after-the-birth the 1 1th which is performing briskly the evaluation test-method:melanin 
synthesis by die tyrosinase activity of an example of examination 1 mouse regions-of-back skin hair-follicle organ-culture system 
was cultivated for three - four days. It added so that an evaluation sample might be set to last concentration 5mM to the cutore 
n mCubatlon ' and . ^ e fy me md tyrosinase activity which bears melanin synthesis were measured with the amount 

Tabled dlSengagement tntlums from a 3 «- 5-3H-thyrosin, and it evaluated as compared with control. The result is shown in 

He has no depressor effect. 00 - 5% **5 - 35% +35%- ++ result : [0032] 
[Table 1] 
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4-fc K h * i'llSi^i^fii' 

+ 

4-7 -b h * ^MgS|if;n^f^ 

++ 

4-fc Fn**-2->i h**_i£» 

± 

4-r -fe h * h * J'li&i* 

± 

p-fc FD#»yifti (tt 35011) 

0 


[0033] the example 2 of an examination the fading improvement effect over a pigmentation was investigated after forming a 
pigmentation, using the brown guinea pig which has acquired melanin maculation ability as a laboratory animal 
Test-method: Using the brown guinea pig (guinea pig which skin color is similar with yellow-skinned races' thing, and coloring 
matter spots will begin to produce like human being in abbreviation four days after irradiation of ultraviolet rays, and will carry 
out a melanism most in about eight days), regions-of-back hair of this guinea pig was ****ed by hair clipper, and it **** e d with 
the electric shaver further. UVA (BLB lamp, 3. lmW/cm2) was irradiated for 5 minutes after injecting 8-methoxy psoralen 
(PUVA) intraperitoneally to this guinea pig. From the 1 5 days back of irradiation, produced PUVA coloring matter maculation 
site was followed between a total of 1 30 days twice per day, and 5% solution (ethanol 80%, 20% of water) of an evaluation 
sample (4-acetoxy-2-methoxy ethyl-cinnamate ester) was applied to it. The macro-scopic judging of the photographic density of 
skin color was carried out in the criterion shown below, it averaged the evaluating point, and measured the effect. This result is 
shown in Table 2. 

Criterion 0: Don't accept a pigmentation. 

1 : Don't twist indistinctly [ boundary ] but accept a kana pigmentation. 
2: a boundary - accept the pigmentation of a degree clear middle 
3: a boundary - accept the pigmentation of a clear intensity 
Result : [0034] 
Table 2] 




30B& 


2.5 

1.4 


2.4 

2.2 


[0035] 

[Effect of the Invention] The whitening cosmetics of this invention are excellent in the pigmentation improvement effect, differ in 
the conventional sun block which prevents suntan beforehand, by applying to the stain of the skin, a freckle, and the pigmentation 
section after suntan locally, can treat and improve this site and can return it to normal skin color. Moreover, a manifestation of 
stimulative and allergy etc. does not accept, but the whitening cosmetics of safety of this invention are high' [ as opposed to the 
skin in the cinnamic acid ester derivative (1) of this invention which is an active principle ] 


[Translation done.] 
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m&jE®%&!§&ztTmzitmmm<Mtti 

-est. MiHf, ttft«i^£#^t'? = y 
[00 04] -^r. KJKtcfcv^s ;vf Kodfyyjpt 


■0*4 i<i.t,«rtte*05^tt draws* TWMf 
-tt) tiara* 1 * 1 )* itasu^ts-frs^-xfcft 

#\ L-Tfi. P-t Kndf S/&ft« (Bru 

n, J. Soc. Cosmet. Chem., 25, 61(1974)) VtKu 

10 iztti~i%£mm%£ftmji-tzwmimtiz^ 

[0005] 

mm&mmz&tiKmfcimmmi it* 

[0006] 
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[0007] *f6W{iac<J5HBeC(l) 

[0008] 
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[0011] 
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[00 12] (sW. Ri' <iffi$T^;l/S£\ R 2 fcJ: 
t/RsttJJBfcEaia****-*-*) TlfcbSfLSgft 
ISSife* tWW . 

[0013] *»BH(cfcV>Tffl^ft*eft»8W* 
(l)t LTl±, 0Utf> 4-h Kodf.V-2-.X HfS/BftR 
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ftfflW, WHiffl, ITOL ?WL*L aeSMMh # 

t7^D7, ^'J-m 57»JX aHT^3-/k 

y 3-y}imW ^ ft^Hi: LT{±V7l/t>- 
/k *yyi— ;k ^Jtyy, rot so 

ky^ya-yk l,3-7*f-Uyi/l)3-;k l,4-7*f-k 
y/ya-zk tou Ky^/k-KyK^h'JvA, ft 

r/k *yx^ky^yn-;i^#W£>ix. JiftMi 
LTfi^/k^df ^b'^/k+f 'J v- s tf/ktf* y^/Hr 
/Vn-x. #y t'-;k77ka-/k ^T^-^y. H*7 

jWtyKy, xf-;kN°7^y, TntVk'f^y, 7"f- 
/k^^y s h y vA^aw^Ju ?L-fM 40 

t UT{4^y^>-xf-Vyr/^^x-r;k ^'J^ 
*yxf-yyJMJlp:X7Vk ^y^yxf-uy y;u 
t'^yfltffiigxxT^k /y-tyy^KKx^T/k 
y^y-ty yB8ixt;K #y **yx?-yy^y 
•t y yiiKSsx^ T 7k xvttisx.i-i' y Mb t -? y 

J*. ^y^^vx^i^yy;i,t>-7Hl^xxf/l^ 

-fey^ k ^Tj-yy. yy^ 
-f v. A'-iJfa7-f k sts*. §#-f?y. 
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BgA-y 7 A, ^y^5. tmk. mitmmftiti. p h 

ynt h y ^mffmwm/mr^tii . * 

$wfcft£L-c r^yMx. t^yEr-tr-K 
^•yr/ky^-y, 3^-y, 

TS*. sic »^o»i«iRjRflHr*iRjirrsifcfc 

J: 0 . BMit^^K^*i te@»m^i£fefiS t Mm® 
b-t&Zkt>X'Zh. 

io [ooi8] *3mo&&wm\j., m*£*i>&M 

MOmgt-f •i>«* i ^ tV\ 
[00 19] 

20 [0020] ###IJ 1 

4- h yiSffixf;H^f;W^ 
fig : 4-t Fu^y-2-^ h^r>"<yX7/kT-'t H'0.5g 

(3.3mmol ) 5r^y-fe'y23ml{CiI^ SST (^/^ 
h^^^-l^y) hV7 x.—J\s7*X7*7yi.(,lg 
(4.7nmol) 2: 1 B^^ftTiPx., -?-cO«-C'3^raJt 
ff*»tfc. KK»7a. <y-tfy^XA'rKb— ^-f 
SM£#7A?nvh^7 7.< (yy 

5- tK-x^ y-zki OffteftjfcL, BWS143. 1M46.0X3 
<V&&$m&t LT4-t Ha*i^-2-^ h^^^S^x 
^XX-f^496mg (2.2mmol) $-#7t (JR$68%) „ 
IR(KBr,cra-i) 

3364 (s), 3080, 2980, 2944, 1682 (s) , 1610 (s) , 1582 
(s), 1480, 1436,1372, 1350, 1312 (s), 1286, 1238, 1 
186(s) , 1168, 1112, 1038, 988,960 , 860 , 800 , 672 , 6 
52, 518, 470 

JH-NWUCDCls+DaO.TMSptf) 

7.90(lH,d,J=16.1Hz), 7.37(lH.d,J=9.0Hz), 6.5-6.3(3 
H),4.25<2H,q,J=7.2Hz), 3.85(3H,s), 1.33(3H,t, J=7.2 
Hz), 

[00 2 1 ] JgffiHl 

fig : 4-h Hn^f i/-2-> b^f^a*Kxf-^x^.-f^300 
mg (1.35mmol) s fek»gS20ng (2.15mnol ) ib'ijy 
yi.07gcOS^)^MiST'-Wiff Lfc. i*tt*10al 

s-joi, ii«x^20iDiT'2Eaaju e!iSv^>"7 

aSttS:^7A^nvh^77-r- (Si0 2 , ^^y/ 
»lSXf-/l,= 5) t^ftTIWBL, M*56.4-57.0'C(7) 
a-fe^^t L-T4-T-h h^f^-2-^ h-^y^Kx^ 
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XXr/^lmg (1.29mnol) £f#fc (K$96%) * 
1 H-NMR(CDCh,TMS, d) 

7.92(lH,d,J=16.1Hz), 7.50(lH,d,J=8.3Hz), 6.8-6.6(2 
H),6.49(lH,d,J=16.1Hz), 4.26(lH,q,J=7.2Hz), 3.87(3 

H, s),2.31(3H,sU.33(3H,t,J=7.2Hz) 
[0 0 221HJSW2 

N*^a&K<7>£j£ : 4-7* h^x-2-* h^x^yx 
7/PrtH0.86g (4.43mmol) N vnyRl.l5g (11.1 
mmol) , fc s US/y4iDli3i^b 0 ^U^y 

I. S^BJMfttlitfFLt. 7K30ml^Jn^T30OT 

187.1M93.4r<S0Sfcttftfc LT4-7* h^-2-* b 
^£ftS£295mg (1.25mmol) £f#fc (K$28%) . 
^-NMRtDMSOds.TMS, S) 

12.34(lH,brs), 7.78(lH,d, J=16. 1Hz) ,7.72(1H, d,J=8. 5 
Hz), 6.91(lH,s),6.77(lH,d,J=8.5Hz), 6.50(lH,d f J=l 
6.1Hz), 3.85(3H,s), 2.28(3H,s) 
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bKn^i/-2-^h^i/ffi^Kll4.6mg (Q.52mmol) £f§ 

( iR*«4- 7-tr h * x-2-.X b 4r ^ VXT)Vt t H 
te»l/C12?6) . 
1 H-NMR (DMSOde , TMS, & ) 

10.12(lH,brs), 7.73(lH,d,J=16.1Hz),7.49(lH,d,J=8.3 
Hz), 6.44(lH,s),6.40(lH,d,J=8.3Hz), 6.29(lH,d, J=l 
6.1Hz), 3.80(3H,s) 
[00 2 3] H»M3 
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